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1. I, Dr. Yutaka HANAZONO, a citiimt of Stpm, haviog an address of 2-U-12 
CONSIDERED: /D.C.,jgjbfl, Slimiotsid:e-^l>xfajgl-lBWi, Japan, d«cilaies 

10/17/2008 

I am one of the oo-Anventora of the aubject matter of the aJMve-ideatified 
Implication and have ccanplete ]cQondedg6 of all aspects of the iDvemioii embodied ibimm. 



I grajdnaeed llrom Faoul^ of Mediciiis^ Universitsr of Tolcyo (Ibl^ Japan), in 
Mafch, 1986, and eon«>leteil ih« post graduate coarse in tcb, 1992. I was awarded the degree 
of Doctor of McdKine ftom Uniwwsity of Tokyo in Man*, 1986, and 4te degree of Doctor of 
Vtatost>phy Jfinm University of Tokjro in Mareh, 1992. 
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I am a member of J^anese Society of Hemaiologjr (Councjlor), Japan Sodct y of 
GeiK Therapy (CouodlorX JapuMSA Sociely of Ihtsnul Medkihe, Jtfpuiese Caocflr Associalion, 
Japanesfl Society for Regenerative Mcdidne, Japanese So<aety of Inflaramatjon and 
RegeneratiQn, Japanese Sodety of MoJecolar Bifdogy, American Society of Hem aiology, 
Anwiican Sodety of Oene tlmapy, and hiemational Society for Stem Cell Researcb. 

I had been a pbysicUu resideat (Univoisity of Tokyo Hospital tarn 1986 to 1987, 
and Mitsui Memoriia Hospital from 1987 to 1938> I bad been a jwior seicmlst in die Japanese 
Socic^ for the Promotion of Sdcnce from 1991 to 1993. I had been an a^tant professor of 
medicine, Faculty of Medidne, Univeisity of Tolcyo (Tokyo, Japm), from 1993 to 1995. 1 had 
been a ^itrag assocjutte of Hematology Bmndi, Naiio nal Heart, Lun^ and Btood lostitutey 
National Institutes of Health (Maryland, VSA), from 199$ to 1998. I had been an assistant 
pio&ssor. Division of Genetic Therapeuties, Gcnter i6r Molecular Medidne^ Jicfai Nkdical 
IMversiiy (Toefaigi, Japan), fiom 1998 to 2003, and an asaocfaie professoi; Divisioa of 
lUgenerative Medidne, Jidii Medical Umveisity, fiom 2003 to ^7. From April, 2007, 1 have 
been a professor. Division of Regenerative Medicine, Center for Molecular Medidne, Jichi 
Medied Unnwrtity, do dedare and ssfy as follows: 

2. I have read and understand the contents of (he Office Action dated March 24, 
200S. is&ued m ooonecdon with the above -identified appUcadon. 
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3. Ihaveteadandundearstaikliheoonteiitsof ther«let^^ 

2008, QCfic« Action, indudmg ihe retdrmaes of Zanjaoi et oL ^mrndemlJ. HematoL^ Vol. 
63, pp. 179-192 (2001)) in view ofUetal (BUxtd, Vol. 98, pp- 335-342 (1996)), Sonc et at 
{CiTcuJatioTh Vol. 107, Rp. 2085-2088 (2003)) and Hamagudii « iii {Bloody VoL 93, pp. 1549- 
1556(1999)). 

4. b the Mat^ 24» 20(^ OGGce Action, the Examiner lefeis vaiious parts of 
Zanjuii ^ Li cf Sone e« at and Hama^Nlii «r af., wheidn the dUdosaies of the 
leferences can be combined to adaeve a mefliod (hat is being e laimcd in the pNsent application. 
Howwo; one of oidinaiy ^11 in (be ait would not combine such disdosines of ihese leferences, 
jxff noiild ooe of ordiiKuy sldU m the art Mhieve the claimed 

5. hi the present daimed mventioo, an endny onic stem ceU is Uansplanted to fstd 

sheep ao as to prepare honuiv^dheephemaiopoietcdunM^ But ills known in the ait that dieie 

have been many &i}ed attempts to achieve what is hdng claimed. The article by M. Kyba and 

C?,Q. Daley (£xp«rivieii^/ HematoJogy, Vol 31 (ll> pp. 994-1006 (2O03)) confirms this 

tndeistanding of the state of the art Hie Eigferimental Henaiektgy (2003) aitlcle discloses the 

difficulty in prepanng adult hunalopoiedc ctanneras £roin embryonic stem cell^ as ev^ stated in 

the paragraph spamtine the left and right colunms on page 996 (see section titled 'hematopoietic 

£rom ES cells: primitim or definitive?'): 

Sinoo the first demomstrailon of blood ditEbientiation in EBs, many groups have 
attempted to transpbot EB-derived cells into conditioned adult recipient 
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AUhou^ ihe failure of EB-derivod cdls to generate ^leen colonies (CFU -S) has 
been documented [24], the many failed attempts to generate adult hsmatopoietic 
dumcrss for ihe n»$t part have not bc«a published, bi tbe two deeadcs that have 
passed since tlie initul observadoa of Uood dififereatuaxioii from BS c«Il3, there 
hanrebeen a £ews|)oiwtic reports of juocess. ... 

Hie Esiperimental Hematology ^003) article describes bat maay attempts to generate 
adult hemaiopoieilc dilmens have i&lled, tvhereia many of the fidled attempts are tot pubEshed. 

«. ]h this particidar field of tecbnology (transpUuiting pritnaie aaem cdls into a fetus 
in ± utenis of a pregnant sheep and obtaioiAg hematopoietic cells from a lamb b om £n>m ihfi 
fetus), it is hnpossible to desigD an esporiraent and predict Ihe results. For Example, embiyonjc 
stem cells aie veiy sensitive to coltUM condittona and die caKuve conditions under which they are 
prq>ared prior to transplantation can have a significant effect on their abili^ to properly 
propagate. Additionally, it is virtuailty impossible to predict &e effect that admmislration to flie 
bom lamb of a biologically active material^ soA as stem cell £BCtor» wiD hanre on die iiansplanted 
cells. 

7. I herdjy decln^ that all statements made henin of my own knon^edge aie 
believed to be true, and further 4iat these statem«ats were made wftb the knowledge diat vnSJM 
&lsc statements and the Uke so made are ponisltahle by fine or impfiatnimei^ or both, under 
Section lOQl of TMe 18 of the United States Code and that such willful f^ statements may 
jeopardize the validity of the appdicaiion or any paleat issued iheieoii. 
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